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DOCUMENT NUMBER: 131:115050 

TITLE: Antibodies against factor VIII in patients with solid 

tumors. Successful treatment of cancer may suppress 
inhibitor formation 

AUTHOR(S) : Sallah, Sabah; Singh, Paramjeet; Hanrahan, L. Robert 

CORPORATE SOURCE: Department Medicine, Division Hematology/Oncology , 

Univ. Tennessee, Memphis, TN, 38163, USA 
SOURCE: Haemostasis (1998), 28(5), 244-249 

CODEN: HMTSB7; ISSN: 0301-0147 
PUBLISHER: S. Karger AG 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB In 1995-1998, the authors treated 5 patients with anti-factor VIII 
antibodies and spontaneous bleeding. All patients had underlying 
malignant conditions. Initial control of the bleeding episodes and reduction 
in inhibitor titer was achieved in all patients. Disappearance of factor 
VIII inhibitor occurred in 3 patients after either resection of the tumor 
or chemotherapy. Immunosuppression therapy failed to eradicate the 
antibody in 2 patients with metastatic disease. Antibodies against factor 
VIII appearing in certain patients may be directly associated with the 
underlying malignancy, rather than a coincidental finding. Attempts to 
reduce the titer or eradicate the inhibitor may fail if recognition of the 
underlying condition is not sought, or an appropriate treatment ^of cancer 
is not offered. Antibodies against factor VIII developing in previously 
healthy individuals constitute the most common spontaneous inhibitors of 
any clotting factor. Accurate ests. of the incidence of anti- 
factor VIII inhibitors are not available, since some of 

these antibodies may not be associated with bleeding, or the condition may be 
misinterpreted as disseminated intravascular 

coagulation, especially when it is associated with known underlying 
malignancy. About 50% of anti-factor VIII antibodies developing in the 
nonhemophilic population occur in otherwise healthy individuals over the 
age of 50 yr. Other conditions associated with the development of these 
inhibitors, in decreasing frequency, include autoimmune diseases, 
peripartum period, lymphoprolif erative disorders, solid tumors and 
reaction to certain medications [1] . Patients with antibodies against 
factor VIII usually present with spontaneous bleedings involving soft 
tissues, retropharyngeal or retroperitoneal spaces, intracerebral or other 
types of serious hemorrhagic episodes. The most common laboratory abnormality 
is prolongation of PTT and decreased to absent factor VIII activity. 
Among the most commonly used products to manage patients with bleeding 
episodes and autoantibodies against factor VIII are high-dose human factor 
VIII, and inhibitor by-passing agents. Decreasing the inhibitor titer may 
also be achieved via plasma exchange and immuno -suppress ion . The 
formation of factor VIII antibodies in patients with solid tumors in terms 
of its course, response to treatment, and prognosis has not been 
addressed. We describe in this article the occurrence and the course of 
anti-factor VIII antibodies in 5 patients with solid malignancies. 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN T 
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Transient factor VIII inhibitor in a hemophilia 
patient after staphylococcal septic shock syndrome 
Yamamoto, Kazuhiko; Niiya, Kenji; Shigematu, Terunobu; 
Kiguchi, Toru; Takenaka, Katsuto; Shinagawa, Katsushi; 
Ishimaru, Fumihiko; Ikeda, Kazuma; Shima, Midori; 
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Journal 
English 

a transient type I factor VIII inhibitor that arose in a 
30-yr-old hemophilia patient just after staphylococcal septicemia. This 
situation usually occurs early in the course of substitution therapy with 
factor VIII concentrate in hemophilia patients. Although disseminated 
intravascular coagulation and acute respiratory distress syndrome 
developed after septic shock, the patient recovered following i.v. 
administration of antibiotics (meropenem and gentamycin) , an antithrombin 
preparation, high-dose methylprednisolone , and recombinant factor VIII 
concentrate 

(rFVIII) . During this therapy, however, activated partial thromboplastin 
time gradually lengthened. On the seventh day of hospitalization, 
intracranial hemorrhage occurred with right hemiplegia, even though the 
substitution therapy had continued at the same dosage (30 U/kg per day) of 
rFVIII. At that point, 4 Bethesda units of the type I inhibitor against 
factor VIII were detected in the plasma. Increased amts. (46 U/kg per 
day) of rFVIII and prednisolone were administered, and hypothermic therapy 
was initiated. Following these treatments, the patient's general 
condition gradually improved, and within 25 days the inhibitor titer 
dropped to undetectable levels and did not recur during treatment. These 
clin. findings suggest that the staphylococcal septic shock may have acted 
as a trigger in the development of transient factor VIII inhibitor in this 
patient . 
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